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LT C C - 1 0 6 5 r-^^ ^^yu;;^-^ 7- ir 
y-^v^T. (J. Antibiotics)] 31 4^. 1211H 

(1 9 7 8¥) . (il3 4^. 1119H(1981 
¥) X USP41698 8 8#tc:. *fcSflSlO«2iSr^ 

06265-^. EP0318056-g-. fi;^—- 

rv^>'^>r:t7'W' ix^;^ (J. Antibiotics) J 4 
2#. 1 2 2 9M (1 9 8 9¥) . 4*iB¥4-9 9 7 7 
4■^lcM^$i^TV^^, 

[000 3] ^?e>(-CC-l 0 6 5O^©ft:;J5EP0 3 
5 94 5 4-t. «rMB86 0-1 9 3 98 9#. «r^2 

-50 2 0 0 5#IC, ;^fc-r^:^;jt7>'W-7-ri^>'SO^^ 
f2^;55^M¥3-7 2 8 7-^, >|$||3p3- 1 2 8 3 7 9 
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[00 04] — OOfb'&fert ic: 2 OiDy" h 7 t Kn tTu 

n>r y K-/i^»sr*i-s{b^®n. i^ranae 0-19 

3989-^ (EP0154445-^) RXJ^^^W^2-5 
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[3, 2-e] ^yK-zw-^SrWU. 5K<ffig55>;65;?;/u;}< 
c::/^!^;;^ (>< ^ / - 1 H->r V 2 - jstz/l/^^ 
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6. 2mg (4 7%) #e>*XfCo 
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NMR (DMSO dg) 6 : 3. 52(2H. t. J=9Hz), 3. 87(2 
H, m) 3. 89 (6H, s) , 4. 29 (2H» m) . 4. 55 (2H, d, J=l IHz) . 4. 72 (2 
H, t. J=10Hz) , 7. 20 (2H, s) 7. 52 (2H, d. J=9Hz) . 7. 75 (2H. d. 
J=9Hz) . 7. 96 (2H. brs) , 8. 36 (2H. s) , 8. 72 (IH. s) , 9. 62 (IH. 
s). 10. 56(2H, brs), 10. 87 (2H, s), 11. 77 (2H, s). 13. 07 (2 
H,brs) o 

[0 0 6 1] mmms 

[0 0 6 2] 
[{b5 3] 
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COgMe 




[0 0 6 3] mm^i:^mcx^ i^, 

- (1, 4-^y'^>'i^^J\^) v^TiJ' y n>r/^] 

g (1 5 mo 1) />^b. (S, S) -3, 3 ' - 
[3, 3' - C (1. 4--<>-^l^i^^/U) i^r^Vu 
^^^] U ^ 1 H— r>^K— /i^-S-v^^yi^) 
-2-^/W;<;yU2j?:=.yw] fcT;^- [l -^uo^^/i/-5 
-t Kn^e/-?- h y 7/^:^-0 T^^/iz-l, 2, 3, 
e-rhyfcKnt'nn [3, 2-e] ^yK-/P-8 
;55 6. 2mg (4 7%) 




OH 



(c 0. 20, 



F3C 


COaMe 


HN, 




HO' 





[0 0 6 4] [a]^^D=+7 0*^ 

NMR (DMSO dg) 6 : 3. 50(2H, t, J=10Hz), 3. 86 
(2H. m) . 3. 89 (6H, s) , 4. 29 (2H, m) . 4. 55 (2H, d. J=l IHz) , 4. 7 
0(2H, t, J=9Hz). 6. 95 (2H, d, J=16Hz), 7. 15 (2H, s), 7. 47(4 
H, s) , 7. 62 (2H, d, J=16Hz) .7.71 (4H, s) , 7. 95 (2H. brs) , 8. 
24 (2H. s) . 10. 17 (2H. s) , 10. 51 (2H. s) . 1 L 68 (2H, s) . 13. 03 
(2H. brs)o 

10 0 6 5] ^JfiW4 
[0 0 6 6] 
lit5 4] 



Me02C, 




[0 0 6 7] [^fli«:&&Jc:i?)5, 
^yh*—/i^-2-:^/v:^:^m 4. Omg (12. 5u 
mo I) f)>b. (S, S) -3, 3' - [5, 5'- 
(lH->ry K-/W-2->f/W:3t7/UjK::^/W) ] If 

2. 3, 6-x h7 1 Knlfnp 
[3, 2-e] >'K-/u-8-:5?7/i-/J^:/S?y^/W] ;65 
4. 9mg (4 0%) #e>ixfco 
[0068] [a] 2^D=+70'* (c = 0. 20, x 



.C02Me 




r-CI 



NMR (DMSO dg) 6 : 3. 53 (2H, t, J=9Hz) , 3. 82-3. 
94 (2H, m) , 3. 89 (6H, s) 4. 25-4. 34 (2H, m) , 4. 56 (2H, d, J=l 1 
Hz). 4. 74(2H. t, J=9Hz). 7. 21(2H, s). 7. 56-7. 66(4H. m). 7. 
97 (4H. brs) , 1 1. 69 (2H. s) . 1 1. 76 (2H, s) . 13. 09 (2H. br 

s)o 

[0 0 6 9] Hi 
[0 0 7 0] 
[{k5 5] 



Me02C, 




[0 0 7 1] mmi:l5mz.X^5, 5 ' - (/^S^^-v?^ 
;v) \^:;^-iH-^yV—^\^-2-^j\^'^^ym.A, 2m 
g (12. SMmol) t^hs (S, S) -3, 3 
[5, 5' - (^i5^>v?-r/i-) (IH— TV 
K— /w-2-^/w:<;/U5j^— /^) ] hf;^- [i-:^ao^ 

2, 3. 6-r h7t Kntrnn [3. 2-e]^>'K 
-/P-8-;!&/U7f?>'K7<^/^] ;65 3. 6mg (2 9%) 



[0(^^72] [a]2*D="29' (c=0. 2 0.7^ 



NMR (DMSO dg) 6 : 3. 49(2H. dd. J=9H2, J=11H 
z) . 3. 80-3. 94 (2H m) . 3. 87 (6H, s) . 4. 11 (2H, brs) . 4. 22-4. 
30 (2H, m) . 4. 51 (2H. d. J=llHz) . 4. 67 (2H. t, J=llHz) . 7. 09 
(2H, d, J=2Hz) . 7. 16 {2H. dd, J=2Hz, J=9Hz) , 7. 41 (2H, d. J=8 
Hz) . 7. 54 (2H. s) . 7. 94 (2H. brs) . 10. 56 (2H. s) . 1 1. 62 (2H. b 
rs), 13. 08(2H.brs)o 
[ 0 0 7 3 ] Hi 
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[00 74] 



Ifbsel 



COaMe 




MeOaC^ CF3 



10 0 7 51 5, 5 

/w) if;^- 1 H— r VK— /w-2-:<;/U2K;^K4. 2m 
g (12. 5umo\) f>><b. (S, S) -3, 3 
[5, 5' - (::^=¥>-i^>f/^) fcf;^- 

2, 3, 6—r h7fc Knlfcin [3, 2-e]^yK 
-/u-8-;!t;/U7K^^»^f^/W'] d^e. Omg (4 8%) 

[00 7 6] [a]2*D=-25' (c = 0. 20, x 





NMR (DMSO dg) 6 : 3. 51(2H, dd. J=9Hz, J=11H 
z) . 3. 82-3. 89 (2H. m) . 3. 87 (6H, s) , 4. 22-4. 30 (2H. m) . 4. 50 
(2H, d, J=10Hz) , 4. 66 (2H, dd, J=9Hz, J=l IHz) , 7. 05 (2H, dd, 
J=3Hz, J=9Hz) , 7. 09 (2H, brs) , 7. 24 (2H, d, J=2Hz) , 7. 51 (2 
H. d. J=9Hz) , 7. 95 (2H. brs) , 10. 58 (2H. brs) , 1 1. 73 (2H. br 
s),13. 10(2H,brs)o 

[0 0 7 71 %Mm7 

[0 0 7 81 

[ffc5 7l 



Me02C, 




(0 0 7 91 |g«*J^i*(Cj;9 5, 5'-[ii^yi^>r 
mg (12. 5/imol) t^b. (S, S) -3, 3 

'-[5, 5' - (ai^vi^-f/w) tr;^- (iH— 

/u-2--<>'W:^;>'U;}^^>'p) ] tf;^- [l-^J^nn^i 
^/v—S-t: KD^i/-7- h y :7;w:tn7<^y^- 1, 
2, 3. 6-rh7bKDl^on [3, 2-e]><>^K 
— /W-8-::<7/U#VK^^/P] :654. 6mg (36%) 

[OOSOl [a]^%=+94^ (c = 0. 20.x 



C02Me 




r-CI 



NMR (DMSO dg) 6 : 3. 59(2H, dd, J=9Hz, J=11H 
z) , 3. 88-3. 98 (2H, m) , 3. 94 (6H, s) , 4. 30-4. 40 (2H, m) , 4. 59 
(2H, d, J=l IHz) . 4. 78 (2H. t. J=l IHz) , 7. 25 (2H. s) , 7. 48 (2 
H, d. J=8Hz) , 7. 60 (2H, d, J=9Hz) , 7. 96-8. 06(4H. m). 10. 64 
(2H, brs), 12. 01 (2H, s), 13. 16 (2H, brs)o 

[ 0 0 8 1 1 HJ 

[0 0 8 2] 

[fk5 8] 



NH 



N 

[0 0 8 31 l^«/j:;&&{iJ:?)5, 5'-(^(z)- 
1. 2-ji^wye>-fyv) tr;^-lH->f :^K-/w-2 
— 1 . 4mg (4. O/imol) 
(S, S) -3, 3'- [5, 5'- ( (Z) -1. 2 

-3i5=-u>'^:;^/u) tr;^- (ih-- r>^K-/^-2— f 

yw;?;/ujKnyu) ] fcT:^- [l-^nn><^/u-5-t: K 
P=^v/-7- h y ^/Wrtnp^^/v- 1, 2, 3, 6 -t' 
h7b Kn tfnn [3, 2 - e] ^ >' K-y^- 8 




O 



^^^K^^/^] ;i5 2. Omg (5 1%) ^btvfce 
[0084] [a]%=+79** (c=0. 20. 

NMR (DMSO dg) 6 : 3. 53(2H, dd, J=9Hz, J=11H 
z) , 3. 83-3. 97 (2H. m) , 3. 89 (6H, s) , 4. 23-4. 34 (2H. m) , 4. 54 
(2H. d. J=l IHz) , 4. 73 (2H. dd, J=9Hz, J=l IHz) ,7.17 (2H, d, J 
=2Hz) , 7. 29 (2H, s) , 7. 51 (2H, d, J=8Hz) , 7. 63 (2H, d, J=9H 
z) . 7. 85 (2H. s) . 7. 95 (2H, s) . 10. 57 (2H. s) . 1 1. 78 (2H, s) , 
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13. 09 (2H, s)o 

[0 0 8 5] mmms 



[0 0 8 6] 
[its 9] 



pOgMe 




Me02C 



10 0 8 7] mmfj::^m\cX^5, 5'-(9. 2-3: 

4. 4mg (12. 5 Aimo 1 ) (S, S) 

-3, 3' - [5, 5' - (1, 2-:ii^Vi^^/W) If 

(IH— <>^K— /^-2— f/i^:*//!/;!!?::^/!^) ] if;^ 
- [1 -^no^^yl^-S-fc Kn:^i/-7~ h y 
;tnp<f-/U-l, 2, 3, 6-rb7bKntfna 

[3, 2-e3 >r:/K-/^-8-;(7>'W2K:xgep<f'>'W] 
4. 2ing (3 3%) Wbtbfco 

[00 8 8] [a]2*D=+ll* (c=0. 20,r 

NMR (DMSO dg) 6 : 3. 02 (4H, brs) , 3. 50 (2H, t, 
J=l IHz) , 3. 80-3. 94 (2H, m) . 3. 88 (6H. s) . 4. 22-4. 32 (2H. 
m) , 4. 51 (2H, d, J=l IHz) , 4. 68 (2H, t, J=10Hz) , 7. 06 (2H, d, J 
=lHz) , 7. 17 (2H, dd, J=lHz. J=9Hz) , 7, 41 (2H, d, J=9Hz) , 7. 5 
1 (2H, s) , 7. 95 (2H, brs) , 10. 55 (2H, brs) . 1 1. 60 {2H. brs) , 
13.07 (2H.brs)o 

[0 0 8 9] ^mmio 

[0 0 9 0] 
[{b6 0] 





HN 

[0 0 9 1] I^ai?fc:fr^*^f9 1, 6-i^fcKo^>^>^ 
[1, 2-b:3, 4-b'] i^tfn-/W-2, 7 -i? 
;&/W2K>^i^3. Img (12. Siiinol) 
(S, S) -3, 3' - [1, e-i^bKn^V'i/ 
[1, 2-b : 3. 4-b ' ] -i^lfn— /^-2, T--^ 
-r/w:^;^;/^^?^/^] [l -i5^an;^^/l/-5-t 

Kn:^ix-7-hy7yW;^n;?«f-/^-l, 2, 3. 6- 
r h7k Kn t^pn [3, 2 - e] >f V K-/^- 8 
/V-Ji^vK^^yW] ;65 4. 4mg (39%) ^btltZo 
[00 9 2] [a]%=+37*' (c=0. 20.7^ 



h 7 1 Pn :7 7 >-) 
NMR (DMSO de) 5 : 3. 48-3. 57(2H.in). 3. 84-3. 
94 (2H. m) , 3. 89 (3H, s) , 3. 90 (3H, s) , 4. 26-4. 38 (2H, m) , 4. 5 
8(1H, d, J=11H2), 4. 62-4. 69 (2H, m), 4, 73(1H, dd, J=9Hz, J= 
lIHz), 7. 26 (IH. d, J=2Hz). 7. 29 (IH, d. J=9Hz). 7. 54 (IH. d, 
J=9Hz) , 7. 77 (IH, brs) , 8. 00 (IH. s) . 8. 01 (IH. s) . 10. 56 (1 
H, s), 10. 58 (IH, S), 11. 92(1H. brs), 12. 22 (IH, brs). 13. 07 
(lH.s).13. 09(lH.s)o 

[0 0 9 3] mmmi i 

[0 0 9 4] 

[fbe 1] 



.C02Me 




.-CI 



M©02Q 



[0 0 9 5] mmti::^m^9 1. e 




[1» 2-b : 4, 3-b '] £^trn-/l'-2, 7-t? 

Img (12. 5Mmol) f)^b. 

(s, s) -3, 3'- [1, e-e^tKn-^:/^ 

[1. 2-b: 4, 3-b '] v^lfn-yU-2, 7-i^ 

KD:3ei/-7- h y 1, 2, 3, 6- 

xh^tKnt^^nn [3, 2 - e ] >f > 8 -:>?7 

/V'JK^^Kp'^/^] t^5. Omg (4 4%) #btlfCo 
[00 9 6] [a]2^o=+206" (c = 0. 2 0. 
X h^b Kn7 7>^) 

NMR (DMSO de) 6 : 3. 52(2H, dd, J=9H2, J=11H 
z) , 3. 85-3. 94 (2H, m) . 3. 88 (6H. s) . 4. 28-4. 36 (2H, m) , 4. 62 
(2H, d, J=10Hz) , 4. 78 (2H, t. J=l IHz) , 7. 45 (2H, s) , 7. 48 (2 
H. brs), 7. 99 (2H. s), 10. 55(2H. brs). 11. 86 (2H. s). 13. 07 
(2H. brs)o 

[0 09 7] mi&m 1 2 

[0 0 9 8] 
[{b6 2] 
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MeOaC, 



100 9 9] (S, S) -3, 3'- [ (4. 6-tf!i 
^ i^Vv?^yWi^;J;/U2K^/w) IT;^ [ (-T ^ / - 1 H— T 

2, 3, 6-xh7tKnt'on 
[3, 2-e] >f >'K-/V'-8-:;&/W2}^VKp«^/1'] 
2. 8mg (2. 4Mmol) SrT"fe h:=i h ^ /H . 0 
ml i:r h9t Kd77>-0. ImKC^ftPLT, 1, 
8-v?rif t-i/^^n [5. 4. 0] -7-^7Vy^-feV 
1. 5m1 (4. 9/imol) SrJ!jn;tT/U::^>'^JST. 

= 10:1) -x^mm-r^tn&^^BCo o, s) -2, 

2' - [ (4, 6 - If y ^ ;Wv^:;^/Wyif^/w) tr 

[ ('r^y-lH->f V-K-zi— S-i^-T/W -2- 
^ 7^^)^^^::=-;^] ] tr:^- [6- h !;y/U;^-^p<^/^- 
l, 2, 8, 8a-xh7t: Kn v^^J^ o T'n/^ [c] 
nn [3, 2-e] -r^^K— /W-4 (5H) -^^-y-? 
-;<7/^7j?VK7«^/W] ;65 2. 5mg (94%) ^hil 

[OlOOl [a]%=+119" (c = 0. 17, 

"rhyt h*^yy» 

NMR (DMSO dg) 6 : 1. 55(2H, t. J=4Hz), 2. 18(2 

H, q, J=3Hz), 3. 52 (2H, m), 3. 81 (6H, s), 4. 50 (2H, d, J=10H 
z) , 4. 62 (2H, dd, J=5Hz. J=l IHz) . 6. 92 (2H, s) , 7. 26 (2H, s) , 
7. 50 (2H, d, J=9Hz) . 7. 76 (2H. dd. J=2Hz, J=9Hz) . 8. 37 (2H. 
s) . 8. 69 (IH, d, J=2Hz) . 9. 61 (IH, d, J=2Hz) , 10. 90 (2H. s) , 1 

I. 89(2H. s).13. 86 (2H. br)o 

[0 10 1] m^mi 




t-7iMiaiS^iaSfttt: t-7 (HeLa) S3, 
ti.2mM(Difj\^^ 1 0 0 u g/mKommt-r-^ 

(Eagle's Minimal Mediu 

m. Bit^mm m) . ym.) ^x-^^m^^t \.xm^:» 

ZTCXim^iXtz. 1. Sxio^fiW 
iWlfiSr 9 6 'f73u,\,-f u- V \zmm U, S 0 hWimt^ 
®)t 7 2i^MSStt$*fc. *:^-^ve>o:i^fe (Mosm 
ann, T. , J. Imunol. Meth. , &_ 
5, 5 5-6 3. 1 9 8 3) JdSpi:, 3- [4, 
:^f-)V'i-rV—fi'-2-^A/\ -2, S-e^f^ai^-zw 
y-VvV^i^J^-zfu-^^Y (MTT) 4ra7C-rSig;^t 

[0 10 2] ^i^0l|2 

3ni/2 6-v!?;^.i^^jeiC^-f : 1 X I QOfi© 

3 0>'2 6iSBia«:83i(l&roCDFi«|-^'>;^ (B*3:/u 

fiftSrSl^gU. -fb^'feiS-^l¥©¥*&flftgai: (T) 
Sffl: (C) (^It (T/C) 
(TGI%= (1-T/C) xioo) 

[0 10 3] 

[^ij 



-15- 





HeLaSs 
IC« (ng/ml) 


Colon26 
TGI% (xng/kg) 


1 


0-31 


92 (0.0156) 


2 


ai 


86 (0.0625) 


3 


1.6 


84 (0.125) 


4 


0.0049 


84 (0.000977) 


5 




80 (4.00) 


6 




88 (4.00) 


7 


0.35 


82 (0.0313) 


8 


022 


90 (0.0313) 


9 


021 


87 (0.0313) 


10 




93 (4.00) 


11 




90 (2.00) 


12 


9.2 


77 (0.0313) 



10 10 4] '6kiL<I>1l^^-h^h%%m\L-km\%. ffinfcgi 
10 10 5] 



«*mTiseasif*»mjB5932 



««a51fl:ffl«Eg^ 2-27-4 
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